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Abstract  

This paper reports a rare case of adenosquamous carcinoma of the distal bile duct in a 69-year-old male 

patient. The patient visited the hospital due to jaundiced skin and sclera, and was diagnosed as 

adenosquamous carcinoma (lower common bile duct) after operation. Postoperative S-1 monotherapy was 

effective, and no tumor recurrence or metastasis was observed during follow-up. Distal bile duct 

adenosquamous carcinoma is characterized by strong invasion, easy recurrence and metastasis, and poor 

prognosis. Timely surgery and postoperative adjuvant therapy are essential to improve the prognosis. This 

case reflects the clinical characteristics and treatment status of the disease, which is of certain value to 

clinical practice. 
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Introduction 

Cholangiocarcinoma is a malignancy originating 

from the biliary system, which can be classified 

into intrahepatic and extrahepatic 

cholangiocarcinoma based on its location. Distal 

cholangiocarcinoma refers to cancer located in the 

lower segment of the common bile duct. Due to its 

unique location, early symptoms are often subtle, 

and the disease is frequently diagnosed at an 

advanced stage, presenting significant challenges 

for treatment. Adenosquamous carcinoma, a rare 

histological subtype, combines characteristics of 

both adenocarcinoma and squamous cell 

carcinoma. It is highly malignant with a poor 

prognosis
12

.This article presents a case of distal

bile duct adenosquamous carcinoma with 

pancreatic metastasis, aiming to raise awareness 

among clinicians about this rare tumor and to 

explore related issues concerning its diagnosis, 

treatment, and prognosis. The uniqueness of this 

case lies not only in the rarity of the tumor type 

but also in the occurrence of pancreatic 

metastasis, which further complicates the 

treatment.  

Through a detailed analysis of this case, we hope 

to provide a reference for clinicians handling 

similar cases, promote further research into distal 

bile duct adenosquamous carcinoma, and 

ultimately improve patient survival rates and 

quality of life. Additionally, this case serves as a 

reminder to maintain a high level of vigilance 

when dealing with biliary tract tumors and to 

carry out early, accurate diagnosis and appropriate 

treatment planning. 

Clinical Data 

The patient is a 69-year-old male who was 

admitted on May 25, 2022, due to jaundice of the 

skin and sclera for over 20 days. Over 20 days 

prior to admission, he noticed yellowing of the 

skin and sclera, dark-colored urine resembling 

strong tea, and clay-colored stool. He reported no 

abdominal pain or bloating, no nausea or 

vomiting, no fever or chills, and no acid reflux or 

belching. He had experienced a weight loss of 

approximately 5 kg over the past month. His 
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medical history includes an appendectomy 

performed 10 years ago due to "suppurative 

appendicitis." Ten days before admission, he 

underwent surgery for "anal fistula" at a local 

hospital, during which elevated blood glucose 

levels were noted, and he was subsequently 

diagnosed with "diabetes." Personal history 

reveals a 30-year smoking habit of 10-20 

cigarettes per day and a 30-year history of 

drinking white liquor, approximately 250 ml per 

day. 

Upon admission, the physical examination 

revealed severe jaundice of the skin and sclera, 

with a flat abdomen. No tenderness, muscle 

rigidity, or rebound tenderness were noted upon 

abdominal palpation. No significant positive signs 

were found in other organs, including the heart 

and lungs. Laboratory tests showed: white blood 

cell count of 12.15×10^9/L, neutrophil percentage 

of 73.7%, procalcitonin of 0.213 ng/ml, 

carbohydrate antigen 19-9 (CA19-9) of 44.2 

U/mL, total bilirubin of 288.80 µmol/L, direct 

bilirubin of 268.30 µmol/L, aspartate 

aminotransferase (AST) of 80 IU/L, alanine 

aminotransferase (ALT) of 152 IU/L, alkaline 

phosphatase of 430 IU/L, gamma-glutamyl 

transferase (GGT) of 514.00 IU/L, and serum 

albumin of 33.5 g/L. Abdominal CT of the upper 

abdomen revealed enlargement of the pancreatic 

hook region, with a nodular soft tissue density 

mass, well-defined borders, measuring 

approximately 2.9 cm × 2.1 cm. On contrast-

enhanced scans, the mass showed mild to 

moderate enhancement. The intra- and 

extrahepatic bile ducts, along with the main 

pancreatic duct, were significantly dilated. 

Atrophy of the pancreatic body and tail was noted, 

with invasion into the medial wall of the 

duodenum, suggesting a diagnosis of ampullary 

carcinoma (Figure 1). 

After admission, the patient underwent 

percutaneous transhepatic cholangial drainage 

under ultrasound guidance, with a catheter placed 

in the right hepatic duct. In addition, the patient 

received treatments for infection control and liver 

protection. Following active management, the bile 

drainage became unobstructed, and serum 

bilirubin levels gradually decreased to near-

normal levels. The patient was scheduled for 

pancreaticoduodenectomy. 

Intraoperatively, the pancreas was found to be 

enlarged and firm, with multiple nodules in the 

pancreatic body and tail, raising the possibility of 

tumor metastasis. A nodule from the pancreatic 

body was excised and sent for rapid frozen 

section, which revealed adenocarcinoma. Further 

exploration revealed tumor invasion into the left 

gastric artery, making dissection challenging. 

Therefore, a decision was made to perform total 

pancreatectomy, total gastrectomy, 

choledochojejunostomy, esophagojejunostomy, 

and jejunojejunostomy. 

Postoperative pathological diagnosis: (distal 

common bile duct) adenosquamous carcinoma. 

The cancer tissue invaded the pancreas and 

surrounding adipose tissue, with tumor thrombus 

formation in the blood vessels. No cancer tissue 

was found at the bile duct resection margin. 

Lymph node metastasis was present in 6 of 21 

lymph nodes, with no metastasis in the gastric 

lymph nodes (0/5), pancreaticoduodenal lymph 

nodes (6/10), group 9 lymph nodes (0/2), group 12 

lymph nodes (0/3), and mesenteric lymph nodes 

(0/1). Immunohistochemical results: CA19-9 

partial (+), CerbB-2 (0), CK19 (+), CK5/6 (+), 

TP63 (+), Ki67 ≈ 60% (Figure 2). The re-

examination of the pancreatic nodular lesion 

intraoperatively was consistent with 

adenosquamous carcinoma. 

The patient had a favorable postoperative 

recovery. Insulin replacement therapy was 

initially administered through a regular insulin 

micro-pump and transitioned to subcutaneous 

injections of insulin aspart and insulin detemir. 

Blood glucose levels were well controlled, and no 

severe complications such as bile leakage or 

intestinal fistula occurred. It was recommended 

that the patient undergo chemotherapy with 

"gemcitabine + tegafur," but both the patient and 

family declined. As a result, oral monotherapy 

with "tegafur" was initiated one month after 

surgery (50 mg bid on days 1–28 of each cycle, 

repeated every 6 weeks). Follow-up examinations 

at one month, two months, five months, one year, 

and two years postoperatively revealed no 

recurrence or metastasis of the tumor. Relevant 

tumor markers and other tests showed no 

abnormal elevations. The patient is currently 

under ongoing surveillance. 
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1A Plain scan phase; 1B. Arterial phase; 1C. Venous phase; 1D. Delay period  

Figure 1 Preoperative upper abdominal CT scan of a patient with distal bile duct adenosquamous 

carcinoma 

 

 
2A. Mixed components of adenocarcinoma and squamous cell carcinoma were observed (HE staining 

×100). 2B.CK5/6 positive (IHC×40); 2C. CK19 was positive (IHC×40). 

Figure 2 Postoperative pathological results of patients with distal bile duct adenosquamous carcinoma 

 

Discussion 

Adenosquamous carcinoma is a malignant tumor 

composed of both adenocarcinoma and squamous 

carcinoma components in varying proportions. It 

is commonly found in the lungs, prostate, breast, 

gastrointestinal tract, and pancreas, and may also 

occur in organs with a relatively high incidence of 

squamous cell carcinoma, such as the esophagus
1-

2
. Cholangiocarcinomas are predominantly 

adenocarcinomas, with squamous carcinomas 

being rare, and adenosquamous carcinoma is even 

more uncommon. Reports suggest it is more 

frequently observed in male patients
3
. 

Extrahepatic cholangiocarcinoma with 

adenosquamous histology accounts for 3.0%-4.7% 

of all extrahepatic bile duct cancers
1
. The precise 

pathogenesis and etiology of cholangiocarcinoma 

with adenosquamous differentiation remain 

unclear. Currently, it is hypothesized that tumor 

stem cells possess the potential to differentiate 

into both squamous and adenocarcinoma 

components, with mixed differentiation products 

resulting in adenosquamous carcinoma. 

Additionally, adenosquamous carcinoma is 

considered a transitional stage in the progression 

of adenocarcinoma to squamous carcinoma, and 

simultaneous occurrence of both adenocarcinoma 

and squamous carcinoma within the bile duct is 

also proposed
4
. Microscopically, 

cholangiocarcinoma with adenosquamous 

differentiation exhibits both adenocarcinoma and 

squamous carcinoma components, along with 

transitional areas between the two
5
. The 

adenocarcinoma component typically contains 

mucus-secreting cells and various-sized glandular 

structures, while the squamous carcinoma 

component is characterized by keratin pearls 

arranged in nests, accompanied by eosinophilic, 

transparent cytoplasm and intercellular bridges
6-7

. 

Immunohistochemically, the adenocarcinoma 

component often expresses CK7, CK18, and 
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CK19, while the squamous carcinoma component 

is typically positive for CK5/6, P40, and P63
8
. In 

the pathology images of this case, both 

adenocarcinoma and squamous carcinoma 

components, as well as their interface, are visible. 

Immunohistochemistry shows CK5/6 positivity 

for the squamous cell carcinoma component, 

negative for adenocarcinoma, and both squamous 

carcinoma and adenocarcinoma components are 

positive for CK19, with stronger expression in the 

adenocarcinoma component. 

Adenosquamous carcinoma typically exhibits an 

infiltrative growth pattern, often directly invading 

surrounding organs and blood vessels, and is 

frequently associated with lymph node 

metastasis
9
. Intrahepatic metastasis and lymph 

node involvement are major prognostic factors, 

usually appearing shortly after surgery. The 

average survival time for cholangiocarcinoma 

with adenosquamous differentiation is 7.5 to 8.6 

months, with the majority of patients succumbing 

within one year
10-11

. There are currently no 

specific treatment guidelines or consensus for 

cholangiocarcinoma with adenosquamous 

differentiation, though early radical surgical 

resection has been shown to prolong survival. In 

this case, the patient was found to have pancreatic 

metastases during surgery, which was confirmed 

by intraoperative frozen pathology, and there was 

also tumor invasion of the left gastric artery. 

Given the extensive nature of the surgical 

resection, the patient's prognosis requires further 

follow-up and observation. Voong reported that 

adjuvant chemoradiotherapy after surgery 

significantly improves overall survival in cases of 

pancreatic adenosquamous carcinoma
12

, and some 

studies have indicated that postoperative treatment 

with "tegafur" showed no recurrence of the tumor 

after six months, although overall efficacy 

remains uncertain
13

. In this case, the patient opted 

for monotherapy with "tegafur" postoperatively, 

and at one month of follow-up, no recurrence of 

the tumor has been observed. Additionally, there 

are reports suggesting that in advanced-stage 

tumor patients who are no longer candidates for 

curative surgery, treatment with "gemcitabine and 

oxaliplatin" may yield some degree of 

effectivenes
s14

. 

Conclusion 

In summary, cholangiocarcinoma with 

adenosquamous differentiation is a rare and highly 

invasive malignant tumor of the bile ducts, with a 

worse prognosis compared to pure 

cholangiocarcinoma. Its prognosis is associated 

with tumor invasiveness and the presence of 

squamous tissue. Clinical presentation and 

imaging studies are non-specific, and a definitive 

diagnosis relies on pathological confirmation. 

Early radical surgical resection may be beneficial 

in prolonging survival, though recurrence and 

metastasis often occur in the early postoperative 

period, and the efficacy of adjuvant therapy 

remains to be further validated. In this case, the 

cholangiocarcinoma with adenosquamous 

differentiation presented with multiple pancreatic 

metastases and vascular invasion, leading to the 

performance of total pancreatectomy and total 

gastrectomy. Long-term outcomes require further 

observation and evaluation. 
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